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»BB¥ 1 0-3 3 0 2 8 3 



IB** 1 1 mt^ftBiimia^ i o (fgf-i 

0) s fcSVMi^fVtM' MfJBH^ (KG F- 

2) ftfl-a^tur^^i-sjHifcffwtRtBSjw. 

[0 0 0 1 ] 

*k <fc9i*L<l*, Iftfll^lPniflXiaf 1 0 (FGF-- 
10) t*^»tLT*^5Wfb*ia«H4lftgJB 

[0 0 0 2] 

[«*<oafff] ftiS©H2fiSflett«t*h h^y 
MHL*-*- <ftofc. L*U MfcttaattWBL*-*- 

s. m&mmcfcmt$tix^zntemw®m*mtm\z 
its m*<Dmm&tiim£tix\<^&. WM&jt^wofl. 

y fny (He 1 icobacterPy 

r o r i) \z*ftz&immm&i>, KawKKSft-^ 

[0 0 0 3]$fc, #¥*fc£^»*tt*»j*, ^n- 

V«*fO#»RttfR!£ttjyW?ft (I n f 1 a mm a t 
ory Bowel D i se a s e) It f&LMbTffi 

^HffcWo ***il&£i:t>ic, ■^✓tryv** 

[0 0 04] ±EO*t»fl«*»ttt>Jic, 

WWE^BHcl,, a*0ffifl^ttm»s±i:s. -tvb 
SrttlSLfcfcBfc LTx K?ffiftlEtt8 (Postga 
strectomy Disturbances) -^Dfi 
iR^^JSflllf (Malabsorption Synd 
r ome) *3*n btlX^Zt\ »*M££Jl** 

-< K ' 9 6 J , 5 5 1-8 151, AUlJI-ffifiUift. 

fflUj£, 1 9 9 6¥#ffi o 

[0005]-*. jgt&^jra^ms^ i o (fgf- 



i o) is, sc»**o^a&<o^— ^s]»t, 
* * «a# * t;*astt<o*s*ff o fciiM® 

(#JS¥8-2 1 4 3 7 8) fl flHtttfcttFG 

gf-1 h%n\mx^%im&mmmm=i-i (fg 
f-7) i»6 0%©r^y»ttratt«:W-t-6, 

lilflWWWC, (Gruber, J. R, ) I 

FGF-l 0tRli:r5yBE«tr = -K"*- 5, K 
GF-2fi£^£5gjLL"tV3 (Wo 9 6/2 54 2 
2:Human Genome Science In 

fi££H^ (EGF) fcO^T, WSoajEtt/J^iRiC^ 

-i■^aJW^*^^^FnTv^5 1 ^>^<o cp. e. *y 

(P. E. Sul 1 ivan)f&* y >iz y h ( L 
ancet) , 3 3 8#, 5 3 199 1f] , FG 
F-10 (KGF-2) (dO^TI*. ZtoZibmitV 

5 m * h,r v ^. 

[00 0 6] 

So 

[00 0 7] 

GF7r5 9-^W^, FGF-10trifiM*i 

ft ufc t r 5, z nB*#m{t**&m&#m 

Tg5«OEIi(-H1-5 i)<DXh% . 

(1) SU£#*flB&ii&H* 1 0 (FGF-l 0) , fc5 
VHi^?*/*-* htgfilg*2 (KGF-2) «r«T»a 

(2) 1 <bt #y^f- 

(3) *«H*#*»a«±#*£^5aa;i*>/^ 

(1) (2) (^?B{btieiaS±KS?Mo 

[0 0 0 8] KT, »Piifc*«atrKW-f5. *m®& 

^c:^3v^T, raa^jnaaaBri o (fgf-i 

0) , *>5VMi-5r5^y*^ h««H-T-2 (KG F- 
2) J fctt, 1 9 9 6^lC^»e>(C<fcoX^E$n^F 
GF7 7 ^ y-0^fiSi§58H^ «§JS¥8-2 14 37 
8) t\ E^J#^: lWUSfi^ft, FRSK 

"Ctt, FGF-lOiOSS!^ EP% S EW#*: 1^>T 
!38ft8:£#£t>3tfn:, tfgf-ioj ir^Wf 



i 

(3) »i¥l 0-3 3 0 2 8 3 



¥$-2 1 4 3 7 8^W*H»fc*$ft"CV*3 0 
[0 0 0 9] 4*3, 3^«SFGF-1 0li«W*r*rt" 5* 

«C***V«t>^t-*"5 Q FGF-10^^ 
**fcl/C»4, (1) EH**: 104 Offing W 
(Leu4 0) ^6*6*9, 2 0 8ffiiryv (S e r 2 

o 8) K&fc* 1 6 97? ;Bfl)^y^i *5J:t5. 

(2) 69{£-try> (Ser69) |C#£ 9 , 2 0 8ft 
±»> (Ser208) «dlftt>5 1 4 Or^/SO^y 

d s Sfcfl9!L-ci*5#, ±ffi«0J:5l:FGF- 

4i\, 

[ooio] rwflsff iutff fiKSMj t *3L 

rjIfcttlBftWWj tit, m&^ffiltejl 

• «&j , r«fl;ttflnij , rimstt&ffiteflts 
»J . r**«ttK«»j % 4 if*: 

[0011] (fijfi) *«n^«HftV»Kf9£»&JM(c 
/Sv^FGF-1 Oil, H*o*astt**i-to-c* 

^Wfcttffl-J-Sr fc*5-C*-5o FGF-10<DM^ 

mtLx\t, (i) FGF-ioiaauiwcia 
( 2 > f g f - 1 o m£.m& mitmmB&mtem 

(3) jajft*.DNA4rWALfcS^feOttU^ 
***aiC5aurv^. «lfc;tft«lCj:SFGF-l 0 

8-2 l 4 3 7 8fcE*SixTV^5. 

[0012] (mmaxm eh** : 2 r^sns d 

NAEW*4tfFGF-l OOcDNAtJia^^- 

BR3 2 2, pBR 3 2 5 V (Gene) 4*1 

2 11 (1 9 7 8) ) , teg®fc*pUB 1 1 0 W 

* J r%lu\' • ^4*7 ji/tiji' - 3? 
— is (B i och em. Biophys. Res. 
C ommu n, ) 112*, 6 7 81 (1 98 3) ) , 
COS«US(C:»a4pCDM8*3ftSa|l*f6>n5. cDN 

Tf-f^ (T. Maniatisli • 
$ (Mo lecular clonin 



g) , a-yuK^^yy/ 7^7hJJ- 
(Cold spring harbar lab.) 

2 3 91 (1 9 8 2) l£E«£*VO*3. 
[0 0 13] ^*-©«AlcJ:*>* 

HC* S F G F - 1 0 £g±T $ $ £^i£*j&HJia 

feSM »tti:LTIi, tf-yjn-vw 

**JL fdrrjR*, Ltli. C 

xa, nun, *im&jrwc4<, 

[0014] <£ttn£) «K6M#^&. ^BO* 

ft, 3D^-.A^1|^.>3^ [i? 

-V (Gene), 1 0* 6 31 (1 9 8 0) ] 
tfDNA*SEW*J£tt (7*o^ 7^ ^ 
T^f;- ^f^^* (Proc. 
Natl. Acad. Sci. USA) 7 4*5 6 OH 
(1 9 7 7) ) fcfl!v\ Brfl^o-vtiBttrt-*. * 
fc, COS»JB*CX-iittfc*aS*, i§«±790£5l 

»*ixfcFGF-l OSES0)£SStttt, FRSKlMS 
[0015] (Rfi) am*.«««j:J:9 4*S*vfcFG 
SftHPLC, 5t«ttlS, B*«i§, SDS 

-PAGE4^f*i■sla*^^>*r»v^^>i^«*, fg 
yj-teffrX&mmicfrm-vhZo fgf-ioi6 

(C, g#^^^SLH5 0 FGF-10^« 
a#tta**7A|CflKfflU*5«tt-C4<, EL ISA 

[0016] mm) mmt Lxtt, t&ttm, spsi, 

E3gm#£ L-Cli, r/u^5 V^OikSAifc® 

LTffiffi-f ^^KC/ti6tCTwe e n 8 04 

[ooi7] «tfl#fc) ^jsn^ffiftvniftff £rs 



(4) 



flHJBVl 0-3 3 0 2 8 3 



*I«t, ±JS£ : FGF-1 Ofc, ii«fi£A*o ^7 Afc 

Bttl*RB$*i. )i»tt«)H{bffl«S^fiili«tttt#a: 
g£*v*o WB»»HM»Wt^y • *n y 

[0018] (Btt) 3E«^£* [C5 7BL/6N, 
tBt, 5il>:q*f+-^!)/<-tt] «C-BB* g 
*5mg/mgOFGF-l 0 tJKKrtJSk^Lfc^, * 

[0 0 19] 

^tflH^flgf aBift£flEfeff£ • B«H-5fWHMW 
[0 0 2 0] 

[BIBB] ^T. *«^^^HS«tc:xS£W-r-5 0 (FG 

F-i oo«a«i:iffltti) t hFGF-i o<ommm 

fi*fc«3+5DNAHW (E*l**: 2) fc, *J5§® 

£N d e I *5 J:t5B a mH I TtBifcU T#n-J*y/U 
«*flc»fcT£»1-5 d i- J: 9 MHbbfc^ 
NA4:7^y— >aVU *BB J M 1 0 9 4r*»Eft 

-1 0 cDNAd5EU^|6|lC»ASh^^5 K* 
*BU **E«^>*B4rffv\ pET-hFGF-l 
OfeUft, £;h*Bv*-C*BBBL2 1 (DE8) «:* 
ftfc»Lfc 0 #fe*vfc*&ft;t£n-:xo5t><Z>lo£B 
L2 1 (DE 3) /pET-hFGF-l 0 
rixtfl^-Ct hFGF-1 0<0«afiK*fTofc. 
[0 0 2 1 ] (££) BL21 (DE3) /pET-h 
FGF-1 0^ryf'>!lyi 00m g/m 1 *r£tfL 
BJtJftl 0m KC*BL^:bO«r4*ffl«U 3 7tT 

-(tmwBtffofc. gB*tve*v£*£ ioo^ g / 

m 1 Sr£tfTB#J65 0 Om I X 4 fc* 3 7*C 

•CSi5J§«lto OD6 00 = 0. 8fcaLfc#J&-C 

I PTGt*i»»*# imMlc45J:5lc:aSJiPL, «« 
2 8 'CfcTtf T $ fe (C 6 tiffgtf%&Z$m Lita 

[0 0 2 2] (ttWmK) ttSflEfcftbftft U 
^IM5 0mMTr i s-HCl, pH8. 0 IdTl 



08fc»U ImM EDTA, 2ug/mln-f^f 

ImM PMSF^ 
tf 5 OmMT r i s-HC 1 , pH8. OiCgliSLfco 
£*tttt»lcJ:9B*£ttftU ^*^>J 2-2 1 

M/E«a»aa*t«(c:r j 

X. l 5 0 0.0EME-cmB»iW»(ti-5Zi:KJ:9± 
fBfc&&Lfc 0 HiTrap HeparinSml 
(77^'>Ttt] 4:5 OmMT r i s-HC 1 , pH 
8. OTTBfcU *fcBBLfcBfl^Jb»«:T75 
-YLfc 0 HV^SOmMTr i i-HCI, pH8. 0 
TSffiS^A2 6 0*5^— ^5/>lCR5*TR»Lfc 

ISWl^NaC i8£^££3M£T«an$tf5r 

k\££9, &&ZmmLfZ 0 mift^fc hFGF-l Old 
fBSi-Sftl 9 kDaOBSttftl. 2M NaC lO 

[0 0 2 3] (K3J0iJ) «^FGF-1 0»£9O? 

(1) SSliaMFGF-l 0 : lmgl^U ^y > 
^0. 34mg, T^K;u9 mg , JM^VteffH 
m&M : V^-<-h8 0, 0. 2mg$r^llx, £K 
atSlml (pH7. 4, 5mM) ICBBS** ±IE 
&fc£«*S8;j!&1-$o ( 2 ) 15 0 rnMSfct * 
A, 0. 01%Tween80trt*t5l0mM!;> 
BBfttt (pH7. 0) TFGF-1 0$r5mg/ro 1 
fc*5*5fcBBU FGF-10*»«#8. 

(3) 1 5 OmM&ft^h y £A X 0. 0 1%Twee 
n 8 04rMTf*l OmMy^BBBK (pH7. 0) 
■CFGF-1 0£5mg/m 1 5t£BRLfco 
$^T, r: F -/!/$: 1 0 m g /m UC/i^ <t 5 IC® 

anu FGF-io«m mwmz.'UTA'ft 

*U HH6«CBoT*»SWtUr, FGF-10«8K 

[0 0 2 4] ORBKIft) -#5EC0>IE#^?;* [c 5 
7BL/6N, Jttt, 5 Sift* : P*^^-^y/<- 
4H *i l*3J:T/5rag/k gtf)FGF- 
1 0tr-HHa-BB«4Lfc (JSErtS^) . £"CO 

»fc*^T»B0«*©5i*n»* *BBS«>0>t>fc» 

[0 0 2 5] FGF-10S^KS$:$1^2I:/T 
■*% J^a-T^h tB£fc*»K FGF-10S^S¥ 
£#BB«>MMSft0*S&*ft£L^ 4*. 
a)¥«9*B (g : me a n±SD, N=5) MB 
B: 14. 9±0. 8, FGF-10 (lmg/kg) 
JS4B : 15. 0± 1. K FGF-10 (5mg/k 
g) &4tt: 14. 4±1. 4-C, #Bft«Btt«^o 

[0 0 2 6] 



^ 1 : sEtit-rpaiDW (stomach) Sfi 



(5) 0-3 3 0 2 8 3 



(mg :f^f±SD) 
#833? 1 2 2 ±8 

FGF-1 0 (lmg/kg) ft*« 1 2 6 ±9 

FGF-1 0 (5mg/k g) 



[0 0 2 7] 



1 3 2±4 * 
* : p < 0. 0 5 



&2 : JESf-r (colon) 

FGF-1 0 (lmg/k g) 
FGF-1 0 (5mg/k g) 



SSfi (mg :?^t±SD) 
2 8 6 ± 1 7 

2 9 2± 1 4 

3 3 1 ± 1 3 ** 
* * : p < 0, 0 1 

[0 0 2 9] E3*J#^ : 1 
e*JO*S : 2 0 8 

E^Jo^ : r ^ y » 



: t h 



[0 0 2 8] 4*5, fej^fcll^ Lfc/h» ( f o r g u 
t) , M (lung) % tm (1 i v e r) , WB (k 
i d n e y) fcO^TMU 4rSftCltllB»&ix4^o 

Met Trp Lys Trp He Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 

1 5 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 80 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 

lie Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 ' 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 



[0 0 3 0] E?!j#^ : 2 
E£"JOg£ : 6 9 0 b p 

«w>» : -*« 



E?IJ<E>«g : cDNA 



: t b 



1 



I 

(6) ttH¥l 0-3 3 0 2 8 3 

EM 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 

CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 

AAT ACC TAT CCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 

AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 
GAAGGC 690 



[ftttJB] Tfifcl O^SM 1 8 0 EM#^ : 1 

l*HMflIEll EMcO££ : 2 0 8 

immttt&m* ] mmna. r s / at 

HfljE*Mfe*a*l 00 2 9 h*ni;-:Bf(tt" 

[*iIEf*j3?] jgag 

[00 2 9] . t j, 

[EM* I 

EM 

Met Trp Lys Trp lie Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 

15 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Yal Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 * 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 80 

I»UB] Wcl 0^8J! 180 [fl?IE*f*JSg£] 0 0 2 9 

[^mhjei] mm**} a!£ 

[«|jE*rft*8!4] Wmm [ffiJErtS] 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser He Leu Glu 

100 105 110 He Thr Ser Val 

Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 



< 7 > ^¥1 0-3 3 0 2 8 3 



130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Clu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 

[gffiS] M1O^8^180 E?V«>ftd : 6 9 0 b p 

[ *R*t IE 2 ] £ ftaym : 6t& 

lMJE&8i*Sr3-& 1 0 0 3 0 ; 

lMiE#ifc] £3! &&\om& : c DNA 

HifiErtSl ISM 

[003 0] : 2 : fc h 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 
TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 
GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 
CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 
ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 
CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

iftUB] wiofs^iss miEimmz] 0030 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 
GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 
ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 
TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 
TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 
AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 
[«WB] 0¥8£ 180 [ttlE*ttfcai«] 0030 

[¥«tt2E2] l®]E%m £JE 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 
GAAGGC 690 



(51) Int. CI. 6 ^JIS^ 
C12R 1:19) 



